In childhood, coeliac disease (gluten enteropathy) tends to show itself with failure to thrive and growth retardation; in adult life with malabsorption syndromes. We report six cases in adults who presented atypically, with features including clotting disorder, hypoglycaemia, weight loss, anaemia and angina pectoris, all of which responded to gluten withdrawal.
INTRODUCTION
In most of Europe the prevalence of coeliac disease (gluten enteropathy) is somewhere between 0.05 and 0.2% of the general population, with a female predominance'. A much higher prevalence (1 in 300) has been reported in the West of Ireland2. Clinical features depend on the area of intestine affected and the amount of gluten (a protein present in wheat products) in the diet. With increased awareness and new diagnostic tests, more and more cases are being recognized, not least in the adult population, where the condition presents in various ways3. We report six cases in adults. CASE HISTORIES Case I A woman of 65 reported haematuria and extensive bruising for two days. She had not been seriously ill before and was not on any medication. Investigations revealed normal full blood count, renal function, liver function and calcium profile but the international normalized ratio was more than 10. She was treated with intravenous vitamin K. Her serum vitamin B12, vitamin E, vitamin A, ferritin and red cell folate were normal but D-xylose and fat absorptions were subnormal. No abnormality was evident on upper gastrointestinal endoscopy but endoscopic biopsy of the third part of the duodenum (D3) showed total villous atrophy. Anti-gliadin and anti-endomyseal antibodies were present in blood. She was put on a gluten-free diet (with six months of vitamin K supplements) and gained 17kg in 6 years of follow-up.
Case 2
A woman aged 52 had had type 1 diabetes mellitus for 42 years and hypertension for 10 years. Despite reducing her total dose of insulin from 50 units to 28 units she was experiencing repeated episodes of hypoglycaemia, requiring third party assistance at least twenty times in the past year and six attendances at the casualty department. Different insulin regimens had been tried without success, and deterioration in glycaemic control had been attributed to diabetic nephropathy (glomerular filtration rate 40 mL/ min). Haemoglobin was 9.6 g/dL; serum calcium, liver function tests, B12, ferritin and red cell folate were normal, as were thyroid function and a short Synacthen test, chest X-ray, barium meal follow-through, colonoscopy and serum and urine electrophoresis. The D-xylose test showed impaired absorption of carbohydrate. Upper gastrointestinal endoscopy revealed no abnormality but D3 biopsy showed total villous atrophy. Anti-gliadin and anti-endomyseal antibodies were present in blood. With a gluten-free diet the hypoglycaemic episodes almost completely stopped. Case 3 A woman of 62 had lost 10kg in 2 years for no evident reason. Body mass index on admission was 18. In the past, primary hypothyroidism, alopecia and pernicious anaemia had been diagnosed and she was on thyroxine and vitamin B,2 replacement. On admission her blood pressure was 90/ 60 mmHg but findings on examination were otherwise normal. Full blood count, renal function tests, liver function tests, blood sugar, calcium profile, serum iron, thyroid function tests, serum B12, red cell folate and a short Synacthen test gave normal results. An autoantibody screen and anti-gliadin and anti-endomyseal antibodies were negative. Fat absorption was impaired while D-xylose absorption was normal. D3 biopsy showed total loss of villi. With a presumed diagnosis of coeliac disease she was started on a gluten-free diet and gained 8 kg in twelve months. Jejunal biopsy after three months of the diet revealed normal mucosa, confirming the diagnosis of coeliac disease.
Case 4
A woman aged 69 reported generalized weakness and malaise for the past six months; previously she had enjoyed good general health and she was not on any medication. Physical examination revealed nothing of note. Haemoglobin was normal but mean cell volume was raised at 105 fL. Serum B12 was low (Table 1) as was serum calcium (corrected 1.95, normal 2.10-2.60mmol/L). Her serum phosphate was low at 0.68 (normal 0.85-1.45mmol/L) and serum parathyroid hormone was high at 125 (normal 12-81 pg/L). Serum iron, iron binding capacity and folate were normal, as were tests of renal and liver function. Antigliadin and anti-endomyseal antibodies were present in serum and she was also positive for intrinsic-factor antibody. D3 biopsy showed subtotal villous atrophy. She was started on a gluten-free diet with supplementary 1,25dihydroxycholecalciferol and calcium and B12 injections. In eighteen months she gained 5 kg, ceasing to require calcium or vitamin D supplements after six months.
Case 5 A woman of 63 reported generalized weakness for the past year. Haemoglobin was 5.4g/dL and mean cell volume 68 fL. Serum ferritin was high and total iron binding capacity was low. Serum vitamin B12, red cell folate, vitamin A and vitamin E were all normal, as were liver, kidney and thyroid functions. Stools contained no occult blood and upper gastrointestinal endoscopy and colonoscopy showed no abnormality; D3 biopsy, however, revealed subtotal villous atrophy. Serum anti-gliadin antibody was positive, anti-endomyseal antibody negative. On a gluten-free diet she gained 2 kg in six months and in the subsequent 3 years she maintained a normal haemoglobin without iron supplements. Case 6 A 70-year-old man reported an 8 kg weight loss and worsening angina in the past year. For 6 years he had had intermittent pain in the right iliac fossa. Known to have ischaemic heart disease he was taking a beta blocker and a calcium antagonist. Body mass index was 22; general and systemic examinations were unremarkable. Full blood count showed macrocytic anaemia (haemoglobin 8.4g/dL with a mean cell volume of 103 fL). Small-bowel enema, ultrasound of the abdomen, red cell folate, thyroid function tests, calcium profile, renal function tests and a D-xylose test revealed nothing abnormal. He was malabsorbing fat, and serum B12 was low (Table 1 ). Both parts of the Schilling test gave subnormal results; intrinsic-factor antibody was absent. Upper gastrointestinal endoscopy showed nothing unusual but subtotal villous atrophy was present in a mucosal D3 biopsy. Anti-gliadin and anti-endomyseal antibodies were found in serum. On gluten-free diet with B12 replacement his abdominal pain disappeared, his angina improved and he gained 10kg in 2 years. DISCUSSION Coeliac disease in adults shows a bimodal distribution, with a peak in the fourth decade principally accounted for by women and a peak in the sixth and seventh decades principally accounted for by men4'5. In childhood, coeliac disease tends In our first patient, the bleeding disorder was due to deficiency of vitamin K. Deranged clotting in coeliac patients has been reported before9' 0. Cases 3, 4 and 6 presented with weight loss. In case 3, all screening tests were negative except the fat absorption test, which prompted a search for antigliadin and anti-endomyseal antibodies. In case 4, although the full blood count was normal, mean cell volume was raised and the patient proved to have low vitamin B12 and calcium. Likewise patient 6 was deficient in vitamin B12 and the fat absorption test was grossly abnormal. Patient 2 presented in a most unusual way. In the past 2 years her diabetic control had become brittle. It was an abnormal D-xylose absorption test that prompted us to test for antibodies, and biopsy confirmed the diagnosis. Finally, in patient 5 it was her unexplained iron deficiency anaemia and generalized weakness that raised the possibility of coeliac disease. All the patients had a low body mass index when first seen and all gained weight after gluten withdrawal.
Coeliac disease in adults will often be missed if considered only in the differential diagnosis of diarrhoea and malabsorption. The decision to do serological tests or a villous biopsy should take into account the wide range of presenting symptoms and associated diseases such as dermatitis herpetiformis, immunoglobulin A deficiency, autoimmune thyroid disease, myasthenia gravis and type 1 diabetes mellitus. In some populations the prevalence of coeliac disease in type 1 diabetes mellitus is as high as 10% 11 2. In a study from the UK, the overall prevalence of coeliac disease in adults with type 1 diabetes was 1 in 50 and in adults with type 2 diabetes I in 34013. For screening, tests for anti-gliadin and anti-endomyseal antibodies are very helpful, anti-endomyseal antibody having a high specificity and sensitivity14, even in elderly patients5 .
Anti-endomyseal antibody is found in less than 1% of individuals without coeliac disease and in 95% of individuals with untreated coeliac disease. In a study from Ireland, the sensitivity of anti-endomyseal antibody was 87%, specificity 99%, while those for anti-gliadin antibody were 69% and 71%16. This study highlighted the limitations of an IgAbased assay in screening since IgA deficiency is common in coeliac disease17. Despite its much lower sensitivity and specificity than anti-endomyseal antibody, anti-gliadin is useful in monitoring an individual patient's progress on a gluten-free diet18* What is the value of diagnosing coeliac disease in an elderly person who is not much troubled by gastrointestinal symptoms? To change long-established eating habits is not easy. Many patients, however, do not realize how unwell they have been until rendered healthy by a gluten-free diet4 19. Some may say that small-bowel biopsy at endoscopy is hazardous in the old and frail, but this is not true when it is done by a skilled practitioner20. When total or subtotal villous atrophy is documented, there is a case for doing a smallbowel follow-through1 3 since villous atrophy is seen in other conditions giardiasis, hypogammaglobulinaemia, Crohn's disease, amyloidosis, Whipple's disease and stenosing lesions of the small bowel including lymphoma. Lymphoma of the small gut is particularly likely to arise in those whose coeliac disease appears late in life21'22.
However, in some patients the best policy may be to try a gluten-free diet for a specified period. General nutritional supplements for example, haematinics, vitamins and minerals are also important in such patients.
